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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 
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Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 
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1 )□ Responsive to communication(s) filed on . 

2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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Final Office Action on the Merits 

1 . The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Status of the Application 

2. Claims 1-9 and 1 1 are pending in the present application and are rejected as 
indicated below. 

Claim Rejections - 35 USC § 103 

3. The rejection of claims 1-9 under 35 USC 103(a) over Babcock et al. (US 
3,341,557) and Campbell et al. (Steroids, 1963). 

Applicant argues the prior art does not indicate that protection of the 17-hydroxyl 
group is preferred or that it would result in a better yield of the desired 7a-methyl 
derivatives. According to applicant, the suggestion made by Campbell in 1963 that the 
introduction of a 7a-methyl substituent can be effected selectively and in good yield to 
give predominantly the 7a-methyl epimer is not related to a reaction with a starting 
material wherein the hydroxyl group is protected by an acetate group. Applicant also 
argues the protection of the 17-hydroxyl group with a trialkyl silyl group results in a 
markedly improved stereoselectivity of the Grignard reaction in favor of the desired 7a- 
methyl isomer. Lastly, applicant argues (a) '393 does not teach or suggest that in 
steroid chemistry wherein 4,6-diene-ketone compounds are reacted with a methyl 
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Grignard reagent a trialkyl silyl group protecting group is preferred and has significant 
advantages over a free hydroxyl group or an acetate protecting group and (b) a side-by- 
side comparison shows a greater yield of the desired protected product utilizing a 
starting material wherein the 17-hydroxyl group is protected with a silyl group versa 
when an unprotected 17-hydroxyl starting material was utilized. Applicant's argument 
was considered but not persuasive for the following reasons. 

First, the issue is not whether the prior art teaches a preference for the protection 
of the 1 7-hydroxyl group over the free alcohol. The issue is whether the use of a 1 7- 
hydroxyl protected group is made obvious by the prior art. Both Babcock and Campbell 
teach the process will run to completion with the production of the desired 7a-methyl-4- 
ene-3-ketone derivative utilizing a 17-hydroxyl protected starting material such as a 17- 
acetate 4,6-diene-3-ketone steroid. The only difference between the process taught by 
the prior art, such as Babcock or Campbell, and the claimed invention is the hydroxyl 
protected group utilized. 

Applicant argues the selectivity taught by Campbell is not related to a reaction 
with a starting material wherein the hydroxyl group is protected by an acetate group. 
The Office agrees that Campbell does not teach that the selectivity is related to the 
protection of the starting material. What Campbell teaches is "the introduction of a 7a- 
methyl substituent depends on the observation that 1, 6-addition of the methyl Grignard 
reagent to a A 4 6 -3-ketone can be effected selectively and in good yield in the presence 
of a cuprous salt to give predominantly the la-methyl epimef . In other words, the 
selective production of 7a-methyl 4-ene-3-ketone steroid derivative utilizing the 
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corresponding 7-acetate 4,6-diene-3-ketone steroid in the presence of methyl Grignard 
reagent and a cuprous salt. Again, the only difference between the prior art process 
and the claimed process is the 17-hydroxyl protection group of the starting material. 

Applicant also argues (a) '393 does not teach the use of a trialkyl silyl group is 
preferred or has significant advantages over the use of the free hydroxyl group or an 
acetate in the process and (b) the protection of the 17-hydroxyl group with a trialkyl silyl 
group would result in a markedly improved stereoselectivity of the Grignard reaction in 
favor of the desired 7a-methyl isomer. 

As noted in the previous Office Action, '393 was utilized to show that which is 
well known in the art, i.e., acyl and trialkyl silyl groups are both well known hydroxyl 
protecting groups. According to MPEP §2144.06, substituting art-recognized 
equivalents for a known purpose is prima facie obvious, and "an express suggestion to 
substitute one equivalent component or process for another is not necessary to render 
such substitution obvious." In re Fout, 675 F.2d 297, 213 USPQ 532 (CCPA 1982). The 
substitution of one hydroxyl protecting group for another in the prior art process would 
have been obvious to one of ordinary skill in the art at the time of the present invention. 

Lastly, the examiner disagrees that Campbell teaches the result, i.e., yield, 
obtained with an unprotected 17-hydroxyl group is comparable to the use of an acetate 
protecting group. What the prior art teaches is that the process will run to completion 
with the production of the desired end product whether the 17-hydroxyl group is 
unprotected or protected with an acyl group not that the yield would be comparable. If 
applicant's argument is that the use of a trialkyl silyl group in the process as taught by 
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the prior art results in unexpected/unobvious results, a comparison of the claimed 
trialkyl silyl group and the prior art acyl group, i.e., acetate group, in the process under 
identical conditions is necessary. The only difference in said experiments should be in 
the hydroxyl protected group of the starting material. 

For these reasons and those given in the previous Office Action, the rejection of 
claims 1-9 under 35 USC 103(a) over Babcock et al. (US 3,341,557) and Campbell et 
al. (Steroids, 1963). 

4. The rejection of claim 1 1 under 35 USC 1 03(a) over Babcock et al. (US 
3,341,557) and Campbell et al. (Steroids, 1963) as applied to claims 1-9 above, and 
further in view of Peters et al. (WO 01/58919) is maintained. 

Applicant argues Peters teaches 7a-alkylation using a lower alkyl lithium in the 
presence of lithium bromide wherein the hydroxyl moiety is protected with a suitable 
protecting group. Applicant's argument was considered but not persuasive for the 
following reason. 

As noted in the previous Office Action, the use of analogous reactants in a known 
process is prima facie obvious. Like Campbell and Babcock, Peter teaches the 
production of 7a-methyl derivatives from the corresponding 4,6-diene-3-ketone steroids. 
Based on what the prior art teaches and the level of skill of the ordinary artisan in the art 
at the time of the present invention, it would have been obvious to the skilled artisan in 
the art at the time of the present invention that (a) the process taught by Babcock and 
Campbell would run to completion with the utilization the 4,6-dienes of Peters as the 
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starting material and the production of the desired/corresponding end product or (b) the 
substitution of the reagents of Campbell and Babcock in the process of Peters would 
result in the production of the desired 7o>methyl compounds. 

For these reasons and those given in the previous Office Action, the rejection of 
claim 1 1 under 35 USC 1 03(a) over Babcock et al. (US 3,341 ,557) and Campbell et al. 
(Steroids, 1963) as applied to claims 1-9 above, and further in view of Peters et al. (WO 
01/58919) is maintained. 

5. The rejection of claim 10 under 35 USC 103(a) over Peters et al. (WO 
01/58919) is made moot by the cancellation of the instant claim. 

Conclusion 

6. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Telephone Inquiry 

7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Barbara P. Badio whose telephone number is 571-272- 
0609. The examiner can normally be reached on M-F from 6:30am-4:00pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass can be reached on 571-272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Barbara P. Badio/ 

Primary Examiner, Art Unit 1612 



